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Priority 
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Box No. I Basis of the opinion 

1 . With regard to the language, this opinion has been established on the basis of the international application in 
the language In which it was filed, unless otherwise indicated under this item. 

□ This opinion has been established on the basis of a translation from the original language into the following 
language , which is the language of a translation furnished for the purposes of international search 
(under Rules 1 2.3 and 23.1 (b)). 

2. With regard to any nucleotide and/or amino acid sequence disclosed in the international application and 
necessary to the claimed invention, this opinion has been established on the basis of: 

a. type of material: 

□ a sequence listing 

□ table(s) related to the sequence listing 

b. format of material: 

□ in written format 

□ In computer readable form 

c. time of filing/furnishing: 

□ contained In the international application as filed. 

□ filed together with the International application in computer readable form. 

□ furnished subsequently to this Authority for the purposes of search. 



3 □ In addition, in the case that more than one version or copy of a sequence listing andbr table relating thereto 
has been filed or furnished, the required statements that the infonnatlon in the subsequent or additional 
copies is identical to that in the application as filed or does not go beyond the application as filed, as 
appropriate, were furnished. 

4. Additional comments: 
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Box No. Ill Non-establishment of opinion with regard to novelty, inventive step and industrial 
applicability ^ 

The questions whether the claimed invention appears to be novel, to involve an inventive step (to be non 
obvious), or to be industrially applicable have not been examined In respect of: 

□ the entire international application, 

IS claims Nos. 32,33,35,37,38 



□ the said International application, or the said claims Nos. relate to the following subject matter which 
does not require an international preliminary examination (specify): 

ISI the description, claims or drawings (indicate particular elements t^low) or said claims Nos. 
32,33,35,37,38 are so unclear that no meaningful opinion could be formed (specify): 

see separate sheet 

□ the claims, or said claims Nos. are so inadequately supported by the description that no meaningful opinion 
could be formed. 

□ no international search report has been established for the whole application or for said claims Nos. 

□ the nucleotide andA)r amino acid sequence listing does not comply with the standard provided for in Annex 
C of the Administrative Instructions in that: 

the written form □ has not been furnished 

□ does not comply with the standard 
the computer readable form □ has not been furnished 



□ the tables related to the nucleotide andybr amino acid sequence listing, if In computer readable form only, do 
not comply with the technical requirements provided for in Annex O-bis of the Administrative Instructions. 

□ See separate sheet for farther details 



because: 



□ 



does not comply with the standard 
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Box No. V Reasoned statement under Rule 43i>/s.1(a)(i) with regard to novelty, Inventive step or 
industrial applicability; citations and explanations supporting such statement 



1. Statement 



Novelty (N) 


Yes: 


Claims 


1-31,40 




No; 


Claims 


34.36,39 


Inventive step (IS) 


Yes: 


Claims 


1-31 




No: 


Claims 


40 


Industrial applicability (lA) 


Yes: 


Claims 


1-31,34.36,39.40 




No: 


Claims 





2. Citations and explanations 
see separate sheet 



Box No, VIII Certain observations on the international application 

The following observations on the clarity of the claims, description, and drawings or on the question whether the 
claims are fully supported by the description, are made: 

see separate sheet 
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Re item III 

Non-establishment of opinion with regard to novelty, inventive step and industrial 
applicability 

The claims 32, 33, 35 do not specify the technical features of the invention (Rule 6.2 (a) 
PCT). 

The use claims 37 and 38 define neither the reagents nor the reaction steps required to 
perform the synthesis of compound (i) or (il). 

An examination of these claims is not possible. 



Re Item V 

Reasoned statement with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 

1 . Spongosine and its derivatives as claimed in claim 34 are comprised in the prior art, see 
D1/ J. Med. Chem. 34, 1334 (1991), table I. The intermediates of formula (II) as claimed in 
claim 36 are also not new in the light of D2/ J. Org. Chem. 31 . 3258 (1966) (compound XII) 
and D3/ J. Am. Chem. Soc. 80, 3738 (1958) (compound Vli). 

Claim 39 is not clearly distinguished over the known method to nitrate a substituted 
adenosine as disclosed in D4/ Tetrahedr. Lett. 41 , 1291 (2000) by the claim feature 
"reducing the amount of TBA or TMA impurities contaminating the substituted adenosine". 
Although the recovery of the nitrated adenosine is not disclosed in detail in the reference, 
it is evident that the recovery of the product forms part of the known synthesis. The 
isolation of the product leads to a reduction of the amount of contaminating TBA in the 
final product. The subject-matter of claim 39 therefore lacks novelty. 

Claim 40 specifies the purification of the nitrated adenosine after synthesis. The steps 
'mentioned in the claim are based on generally applicable methods to purify an organic 
compound (trituration, washing with solvents). The product yield is lower than in the 
reference due to the washing steps (58% in step 3 - 71 % according to the reference). A 
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skilled person would expect that the product yield will be decreased by the washing steps. 
In the absence of any surprising effect inventive step cannot be acknowledged. 

I 

2. The method of claim 1 to prepare spongosine and its derivatives is novel over the prior 
art since a compound of formula (II) is not usecl as an intermediate for spongosine in the 
state of the art (compare D1 which uses a 2-chioroadenosine derivative; D5/ Nucleosides, 
Nucleotides 14, 1889 (1995) using a 2-sulfone derivative of adenosine). 

The applicants demonstrated that according to their method high yields of spongosine are 
obtained. Since the prior art does not disclose reactions immediately comparable with the 
method of claim 1 the usefulness of the claimed synthesis could not have been expected 
at the filing date of the application. The method of claim 1 therefore possess inventive 
step. 



Re Item VIII 

Certain observations on the international application 

Claim 1 lacks clarity since it only defines the staring material and the product without 
indicating the other reagents needed for the synthesis. 
Similar objections apply to claims 9, 15, 22, 27. 

The abbreviations used in claims 39 and 40 are not self-explanatory and render the claim 
language unclear. 
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